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chain bonds : 

3-11 11-12 11-13 18-19 

ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 5-7 6-10 7-8 8-9 9-10 13-14 13-17 14-15 . 15-16 

16-17 
exact/norm bonds : 

I- 2 1-6 2-3 3-4 3-11 4-5 11-12 14-15 18-19 
exact bonds : 

II- 13 13-14 13-17 15-16 16-17 
normalized bonds : 

5-6 5-7 6-10 7-8 8-9 9-10 
isolated ring systems : 
containing 13 : 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 

11: CLASS 12: CLASS 13 : Atom 14 : Atom 15: Atom 16: Atom 17: Atom 18: CLASS 19: Atom 
21 -.Atom 



LI STRUCTURE UPLOADED 

= > d 11 

LI HAS NO ANSWERS 
LI STR 



0 




Structure attributes must be viewed using STN Express query preparation. 



= > s 11 

SAMPLE SEARCH INITIATED 14:29:03 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 180 TO ITERATE 

100.0% PROCESSED 180 ITERATIONS 0 ANSWERS 

SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH * * COMPLETE * * 
PROJECTED ITERATIONS: 2796 TO 4404 

PROJECTED ANSWERS: 0 TO 0 

L2 0 SEA SSS SAM LI 

=> s 11 sss full 

FULL SEARCH INITIATED 14:29:11 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 3 74 0 TO ITERATE 
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100.0% PROCESSED 
SEARCH TIME: 00.00.01 



374 0 ITERATIONS 



17 ANSWERS 



L3 



17 SEA SSS FUL LI 



=> file caplus 
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strictly prohibited. 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT 



Compds. I [A - R82C, C{:0), NR8 , O; 
NC(:0)R13, NC(:0>NR122,C< :0) ; D, X . 



3 - R22C, O, S(:0), S02. NS02R14, 
C, N; E - (CH2)n; G - CH:CH, CH2CH2 ; 
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Y - O. R12N, S, S(.O), S02. R112C, etc.; n - 0-2; Rl . H, NC, 
(un) substituted alkyl, heterocyclyl , Ph, R122N, R13C( :OJ N(R12) . 
R14S02N(R12) , RllChO), R122NC(:0); R2 - H, alkyl. P, HO, heterocyclyl , 
R13C(:0)NH. etc.; R3 . R4 - absent, H, (un) substituted alkyl, HO, CI, O. 
etc.; R5 - (un) substituted alkyl, alkoxy. alkylcarbonyl , alkylthio, 
pyridyl, etc.; R8 - H , alkyl, (un) substituted alkylcarbonylalkyl ; Rii « 
HO, H, (un) substituted alkyl, alkoxy, cycloalkyl, benzyl, phenyl; R12 - 

H, 

(un) substituted alkyl, benzyl, Ph, cycloalkyl; R13 - H. (un) substituted 
alkyl, alkoxy, benzyl, Ph, cycloalkyl; R14 - H, HO, (un) substituted 
alkyl, 

benzyl, Ph, cycloalkyl; R15 - H, (un) substituted alkyl; R16 - H, 
(un) substituted alkyl, alkoxy, cycloalkyl, F, HO, etc.; R17 - H, HO, 
(un) substituted alkyl, alkoxy, R11C(:0); R18 - H. F, (un) substituted 
alkyl, cycloalkoxy, alkoxy; R16 and either R17 or RIB may be joined in a 
ring] Buch as II are prepd. as modulators of cytokine receptors such as 
CCR2 for the treatment of inflammatory and immune system disorders such 

as 

rheumatoid arthritis. Coupling of 

(tert -butoxy) (trif luoromethyl ) benzylami 

ne III and nonracemic (tetrahydropyranylamino)cyclopentanecarboxyl ic acid 
IV followed by cleavage of the tert-Bu group, cyclocondensation with 
paraformaldehyde, and cleavage of the trif luoroacetamide yields II as its 
hydrochloride salt. Ill is prepd. by nucleophilic substitution of 
2-f luoro-S- (trif luoromethyl )benzonitrile with potassium tert -butoxide 
followed by hydrogenat ion of the nitrile moiety. IV is prepd. by Boc 
protection of the amine moiety of V. benzylation of the carboxylic acid 
group, cleavage of the Boc group, reductive amination of the amine with 
tetrahydropyran-4-one, trif luoroacetylation of the secondary amine, 
stereoselective alkylation of the ester with potassium 
bis (trimethylsilyl) amide and iso-Pr iodide, and hydrogenolysis of the 
benzyl ester; a second route to IV is also described. Compds. of the 
invention inhibit CCR2 with IC50 values of < 1 uM (no data). 

IT 765296-96-6P 76S296-97-7P 765296-98-8P 

765296- 99-9P 765297-00-5P 765297-01-6P 

765297- 21-0P 765297-32-3P 765297-33-4P 
765297-34-5P 76S297-35-6P 765297-36-7P 
765297-37-8P 765297-52-7P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) : THU 
(Therapeutic use) ,- BIOL (Biological study) ; PREP (Preparation) ,- USES 
(Uses) 

(preparation of 
(tetrahydropyranylamino)cyclopentanecarbonyl -substituted 

fused azaheterocycles as modulators of cytokine receptors such as CCR2 
for the treatment of inflammatory and immune system diseases such as 
rheumatoid arthritis) 
RN 765296-96-6 CAPLUS 

CN 2H-1, 3-Benzoxazine, 3 , 4 -dihydro- 3 - I ( (IS, 3R) -1- ( 1-methylethyl ) -3- 

{ (tetrahydro-2H-pyran-4-yl) amino) cyclopentyl 1 carbonyl] -6- (tri f luoromethyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 765296-97-7 CAPLUS 

CN D-erythro-Pentitol, 1 , 5-anhydro- 3 . 4 -dideoxy- 2 -O-methyl - 3 - [ ( (1R,3S) -3- (1- 
methylethyl) -3- I [6- (trif luoromethyl ) -2H- 1 , 3 -benzoxazin-3 (4H) - 
yl] carbonyl] cyclopentyl) amino) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 765296-99-9 CAPLUS 

CN 2H-1.3-Benzoxazine, 3 . 4 -dihydro-3 - ({(1S,3R)-1- ( 1 -methylethyl > -3 - 
(methyl (tetrahydro-2H-pyran-4-yl) amino] cyclopentyl) carbonyl} -6- 
( trif luoromethyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





RN 765296-98-8 CAPLUS 

CN D-erythro-Pentitol, 1, 5-anhydro-2 , 3 -dideoxy-4 -0-methyl -3 - I [ (1R.3S) -3- (1- 
methylethyl) -3- [ [6- ( tri f luoromethyl ) -2H- 1 , 3 -benzoxazin-3 (4H) - 
yl) carbonyl) cyclopentyl] amino] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 765297-00-5 CAPLUS 

CN 2H-1, 3-Benzoxazine, 3 , 4 -dihydro-3 - [ ( (IS, 3R) -1- [ < IS) - 1 -hydroxyethyl ) -3- 

( (tetrahydro-2H-pyran- 4 -yl) amino) cyclopentyl) carbonyl) -6- (trif luoromethyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 765297-01-6 CAPLUS 

CN 2H-l,3-Benzoxazine, 3 , 4-dihydro-3- [ ( US,3R) -1- [ (1R) -l -hydroxyethyl] -3- 

[ <tetrahydro-2H-pyran-4-yl) amino] cyclopentyl) carbonyl) -6- (trif luoromethyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 765297-21-0 CAPLUS 

CN 2H-l,3-Benzoxazine. 6-Chloro-3. 4-dihydro-3- [ ( ( IS. 3R) - 1 - ( 1 -methyl ethyl ) -3- 
[ (tetrahydro-2H -pyran- 4 -yl) amino] cyclopentyl] carbonyl] - (9CT) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 765297-32-3 CAPLUS 

CN 2H-1.3 -Benzoxazine, 3 , 4 -dihydro- 3 - [ [ (IS. 3R) -1- (1 -methylethyl I -3- 

l (tetrahydro-2H-pyran-4-yl) amino) cyclopentyl) carbonyl] -6- (trif luoromethyl ) 
, monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 

RN 765297-33-4 CAPLUS 

CN D-erythro-Pentitol, 1, 5-anhydro-3, 4-dideoxy-2-o-methyl-3- I [ UR.3S) -3- (1- 
methylethyl) -3- [ (6 - (tri f luoromethyl ) -2H- 1, 3 -benzoxazin- 3 (4H) - 
yl ] carbonyl) cyclopentyl ] amino) - , monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



i-Pr 
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• HC1 



RN 765297-34-5 CAPLUS 

CN D-erythro-Pentitol, 1 , 5-enhydro-2, 3-dideoxy-4 -O-methyl -3- {[(1R.3S) -3-U- 
methylethyl) -3- [ (6- (trif luoromethyl) -2H- 1 , 3-benzoxazin-3 (4H) - 
yl) carbonyl] cyclopentyl) amino) -. monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 



RN 765297-35-6 CAPLUS 

CN 2H- 1,3 -Benzoxazine, 3 , 4 -dihydro-3 - [ ( (1S,3R) -1- ( 1 -methylethyl ) -3- 
(methyl (tetrahydro 2H-pyran-4 -yl ) amino) cyclopentyl ] carbonyl ) -6- 
( trif luoromethyl) monohydrochloride (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 




• HC1 

RN 765297-36-7 CAPLUS 

CN 2H- 1,3 -Benzoxazine. 3 , 4 -dihydro-3 - [ t (1S.3R) -1- { (IS) - 1 -hydroxyethyl J -3- 

[ ( tetrahydro- 2H-pyran- 4 -yl) amino) cyclopentyl] carbonyl] -6- (trif luoromethyl) - 
, monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

OH 
• HC1 

RN 765297-37-6 CAPLUS 

CN 2H- 1,3 -Benzoxazine, 3 . 4 -dihydro-3 - ( { (IS, 3R) -1- [ (1R) -1 -hydroxyethyl] - 3- 

( (tetrahydro-2H-pyran-4-yl ) amino] cyclopentyl ] carbonyl J -6- (tri f luoromethyl ) - 
. monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• HC1 

RN 765297-52-7 CAPLUS 

CN 2H-1, 3-Benzoxazine, 6-chloro-3,4-dihydro-3- [((1S.3R) -I- ( 1 -methylethyl ) -3 - 
I (tetrahydro-2H-pyran-4-yl> amino] cyclopentyl) carbonyl]- , 

monohydrochloride 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 



IT 765297-60-7P 765297-65-2P 765297-67-4P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 
(preparation of 
(tetrahydropyranylamino)cyclopentanecarbonyl -substituted 

fused azaheterocyclea as modulators of cytokine receptors such as CCR2 
for the treatment of inflammatory and immune system diseases such as 
rheumatoid arthritis) 
RN 765297-60-7 CAPLUS 
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CN Acetamide, 2, 2. 2-trif luoro-N- [ (1R,3S) -3- (1 -methylethyl ) -3- ( [6- 

(trif luoromethyl) - 2H- 1 , 3 -benzoxazin- 3 (4H) -yl ) carbonyl ] cyclopentyl ) - 
(tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 765297-65-2 CAPLUS 
CN Acetamide, 

N- [UR,3S)-3- I (IS) -1- {acetyloxy) ethyl] -3- ({6- (trif luoromethyl ) - 

2H-l,3-benzoxazin-3 (4H) yl) carbonyl] cyclopentyl] -2, 2, 2-trif luoro-N- 
(tetrahydro-2H-pyran-4-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 765297-67-4 CAPLUS 
CN Acetamide, 

N- ((1R.3S) -3- ( (1R) -1- (acetyloxy) ethyl) -3- ( (6- (trif luoromethyl) - 

2H- 1.3 -benzoxazin- 3 (4H) -yl I carbonyl ) cyclopentyl ) -2. 2, 2-tri f luoro-N- 
(tetrahydro-2H-pyran-4-yl> - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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